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RESPONSE TO OFFICIAL ACTION 

In the present Official Action, which is dated 10/19/2006, Examiner's position is that pending 
claims 1-12 are rejected under 37 CFR 1 12 as not being enabled. Essentially, Examiner hangs his 
contention around the assumptions that "(t)he working example demonstrates that outer root cell 
treated with retinoic acid take on a morphology which appears to be neuron-like, however this is 
based on morphology and no specific neuronal markers are demonstrated. Except for the specific 
conditions set forth in the working examples, the specification provides no other specific conditions 
for the isolation or culturing conditions for other cell types," (Official Action, page 5, lines 3-7). 

Applicant asserts that Examiner is in error in his assumption that only morphology data is shown to 
support the fact that the keratinocytes were reprogrammed according to the method described in 
detail in the specification. Both morphological and molecular marker data demonstrate successful 
reprogramming. Figure 2 shows that the population of reprogrammed keratinocytes express 
mRNAs associated with cell-types different than keratinocytes. Paragraphs [0096] and [0164] 
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describe the increase in neurofilament mRNA of 89% above levels detected in keratinocytes. 
Neurofilament represents a cell-type associated with the ectodermal lineage. An increase in 
molecular markers for endodermal descendent cells, e.g., alpha 1 antitrypsin, and mesodermal 
descendent cells, e.g., cardiac actin, is demonstrated by RT-PCR performed on reprogrammed cells 
(see again paragraphs [0096] and [0164], as well as Figure 2). Thus, Applicant contends that 
specification describes in sufficient detail to enable the treatment of adult keratinocytes that results 
in the expression of non-keratinocyte genes that represent ectodermal, mesodermal and endodermal 
-lineage derived cells. 

Examiner also contends that "the specification provides no other specific conditions for the isolation 
or culturing conditions for other cell types." Applicant's position is that the contention is moot, 
given that the instant claims are specifically directed to the reprogramming of keratinocytes and do 
not claim any other cell types. 

Examiner also takes the position that the instant claims are overly broad in that the specification 
lacks "specific guidance necessary to practice the instantly claimed invention in its fiiU breadth. In 
particular the breadth of the claim encompasses 're-programming' the keratinocyte into any cell 
type, totipotent, pluripotent, or any differentiated cell type." Applicant respectfully points out that 
the original (instant) claim 1 is directed not to a "any cell type, totipotent, pluripotent, or any 
differentiated cell type," but rather to a "reprogranmied cell (that) expresses a telomerase gene 
product and is capable of expressing a gene product which is not expressed by a keratinocyte," 
(claim 1 .) The specification clearly discloses the treatment of adult keratinocytes with chromatin 
affecting agents, which resulted in the elevated expression of hTRT mRNA (telomerase gene 
product), as depicted in Figure 2, treatment regimen 2, and paragraph [0163], which describes an 
increase of 198% in telomerase gene expression (mRNA as determined by RT-PCR as described) 
over telomerase expression m the untreated adult keratinocytes. 

Furthermore, the "capab(ility) of expressing a gene product which is not expressed by a 
keratinocyte" is demonstrated by treating the reprogrammed keratinocytes with retinoic acid, a 
known non-specific inducer of differentiation. That treatment resulted in the expression of the non- 
keratinocyte gene products neurofilament, cardiac actin and alpha 1 antitrypsin, as determined by 
RT-PCR (Figure 2). Thus, each element of claim 1 is supported by concrete examples provided in 
the specification. 
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Examiner also provides an argument in support of the position that the literature provides a 
"complex story" of changes in methylation and acetylation as it relates to cell differentiation. 
Applicant acknowledges and supports the contention that the prior art does not sufficiently support 
the use of agents that affect changes in methylation and acetylation to reprogram a cell to have 
pluripotency. However, the fact remains that Inventor has disclosed in the examples a process for 
treating at least a keratinocyte with agents that affect changes in methylation and acetylation, and 
has disclosed gene expression data in evidence of a reprogrammed cell capable of expressing gene 
products representative of ectoderm (neurofilament), mesoderm (cardiac actin) and endoderm 
(alpha 1 antitrypsin). These are real results observed by Inventor and disclosed in sufficient 
enabling detail for a skilled cell or developmental biologist to practice the claimed invention. 

In view of the direct evidence provided in the specification and the highlighting of those particular 
details in support of argiunents against Examiner's contentions, Applicant respectfully requests that 
the rejection of the claims be withdrawn and the claims allowed to issue. 

Applicant also wishes to thank Examiner for stating in the conclusion of the instant official action 
that "(t)he claims are free of the art of record . . . (and that) there is no specific teaching nor 
motivation to treat keratinocyte in such a way to provide for a re-programmed cell." 

Applicant believes that this response is complete. Should any issues made in the official action 
remain as not addressed. Examiner is invited to call or e-mail the undersigned Applicant. 



Respectfully submitted. 




Joseph^. Zahnek^y^ 
CN:y2809 
3646 Dover Place 
St Louis, MO 63116 
(314) 977-7731, FAX (314) 977-1008 
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